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cw~obex 7, 1991 

. 

Glaxo Inc. 
F&vet Hloolte Drive! 

.P.O, Box &335$ 
Reseamh Criangle, N.C. 27709 

Ilh?%TJIc you fQ$ your April x5, and May a%, jlP92, J&teru r+mine;r 
tha sMard8 required of your apprwiad NDA far Velato1i.n N+buZes 
~aUuterckl sulfate inhalalAcm solutfon) MTS~U tWs~ appmmd in 
WA0 2bND.A for boy Labosatorios Xno. for the mum drug and dasage 
fijna. x w6lcrone yoiar c6ment8 and baiglat8 inte th6 drug review 
and sg row1 

g: 
processes and rha opportunity to tiprove the prooesr 

throug aWm5;ngrul QLalagua ernd fntexczhimga wM9a a171 intarssted 
pi3Zti~S. 

AS at8t8d in my intar~m respwwe dated Say 21, 29~93, beoause the 
applic!ation# wexe approved byte diffwant CDER groups, Wtr c)ffiao 
d! Drug Eva&ations X a@ Generic Dxug#, X nwbd ta ~aek 
infommtfan fXxm both of lW offictln ragarditrg t;ker Jwwaeo raised h 
your let$era before 3 was able to qcxe fully mmpund to your 
rtoncens . I appr8ciat;e yoxxr provkdfng detadlad rrcfentific 
&nfoxmatbon an albutarol suliate. !FWS infwawtion has mmmci au 
the focal point for discusslion among Cehlxm staff. 

Befere oommenting specifically on the ifisues rairrad by you about 
your and Dey's producta, allow me to describe aw goals and 
procedures in their review and regulation, chaz Q-X fsr to whbvr 
substantf.al uniformity of rtandar&s and conwfarten~ oi reviiaw aa~~ 
the va;riwu3 review divfsions isnd zu3mss offb3es wS.thin the Centar. 
CX4nmmicatfan between sci~ntificprofssssionalsdfscletly Snvolved fn 
tht3 review process is a key element m a~fevfng Wxia g0aL The 
coneortrs' identified in your letters have sensftized the review 
at*ff tc9 the critkal wed for sciimtif~c exchtinga betwem ths 
Offices, To facilitate communication and erxcllar@e oi inrtcmmtion, 
the Off&es of Drug Evaluation and Generic Dogs have est;rrblished 
a regular schedule of scientific and administrative roasting@ to 
discurps issues of concern arising dur;sng the ravLew pxoceer. 
In addf&n, supervisory staff in the Office of c;~nnrlc Drugs have 
cmpharrixed that reviewers of 

f 
eneric dmg rrpplic=at&mhsJ should pay 

particulsr attention to dSf erences $Wom uli?, Usted dltugi and 
discuss any differences before taking action, 
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Ae2 - Giax0, s&2. 

&er ongoing efforts to 
.unijtOrppity of standard8 

syst%matiu review ani9 
and &na~otcaaoy of review includr Me 
updating of. eaciating guidelizys and 

development of new g&d8line6 and atatenrents of policty to 
tad~~tatathe subm faqion pnd review of applicl*tfona. We alsm  have 
M  active educatian andttiaining program  for review qtaff to foster 
development and maintenance of technical and regu&Hxxy expextfse. 

TO ; .j’ 891m P.03 

j: ap canrm i*ted through these ongoing activitiis to aoWave.the goal 
of substantial uniform ity of standards and oonsielamy of revkew 
dapong thtL various review di~lsi&ar and aurswau oCf&c~o'withln t9ae 
*ter . I~J you hava any 6uggestions on how to fuktImx+ 4W.6 off&, 
I enum rage you to provid8’your ideas. 

St) retzponse to the' apeci$ic fssuis r&bed I& your Iletters 
referenced above, the Center intends to requi;rs that aI1 
manufacrurers of intm lat'ion producti usad to t3wk2: aetkum 4uwu~e 
that th8ir fomnu3ations do not contaih excfpients % I& cotitqin@d in 
the lltsted drug such as EDTA,.benzalkonium  chlaridr, or sulfites. 

The Center also intends to require that all manufacturers of 
products pckaged in low density-palyetbylsm  (LWE) oontainerst 1) 
use a secondary ovcm w rap, YU& as a laainatad foil, to inoux8 U-m 
identity, strength, quality and purity of the drug'product; or 2) 
demonstrate that such an,ovsmrap is unnecessary. Man~factiurers of 
praaucts pacJcag@d in &PP& ccmtainets will be nuked to give 
particular consfd6ratSon to the use of an oqisxwrap $0 eontro1 water 
vapor permeation, gas permeation, extractables and leachablei 
(including adhesives and,ink from  labelirrg). 

We appreciate your willfngness to share information front your bTDA 
about the method(s) used to iaentiPy vanillin or.uUa~ impurities/ 
degradant6 with other firms marketing albutesol ;rruX fate solution 
for inhalation. Would you also be willing tp &hare the b_ata you 
generated on your product? We encourage you tx work with u8P in 
developing ,a drug prodwt monograph for Albutego'l Solution for 
fnhalation that would set lim its on toxic Impurities and 
degradants. 

Thank you once again for bnfnging to ou1c attention these 
challenging issues. 

Cab C. P&k, M .D. I 
Director, 
Center for Drug Evaluation antI Research 


